***Background.*** Surgery is frequently performed in patients with hematogenous vertebral osteomyelitis (HVO) for resolution of significant spinal cord compression, prevention or correction of spinal instability, management of severe pain, and drainage of abscesses. The aim of the study is to evaluate the optimal duration of antibiotic therapy in patients with HVO who undergo and do not undergo surgical debridement.

***Methods.*** We conducted a retrospective chart review of adult patients (≥16 years of age) with HVO from five tertiary care hospitals over a 7-year period. HVO was defined as both radiographic evidence of vertebral osteomyelitis and microbiologic demonstration of bacterial pathogens either from the site of infection itself (e.g., abscess, intervertebral disc, or vertebral bone) or the blood.

***Results.*** Of the 333 patients with microbiologically diagnosed HVO, 143 (41.9%) underwent surgery and 190 (58.1%) did not undergo surgery. Compared with no surgery group, surgery group was more likely to have neurologic deficit (22.4% \[32/143\] vs 11.6% \[22/190\]; *P* = 0.008) and epidural involvement (66.9% \[95/142\] vs 42.9% \[79/188\]; *P* \<0.001). Of the 333 study patients, 28 died before completing antimicrobial therapy for their infection (8 \[5.6%\] in the surgery group and 20 \[10.5%\] in no surgery group; *P* =0.11). Of remaining 305 patients, 27 (8.9%) experienced recurrence within 12-month post-treatment follow-up. Among no surgery group, recurrence was more common in patients treated with \<8 weeks of antibiotic therapy than in those treated with \>8 weeks of therapy (23.7% \[14/59\] vs 6.3% \[7/111\]; *P* = 0.001). However, this association was not evident among surgery group (9.1% \[4/44\] vs 2.2% \[2/91\]; *P* = 0.09). Multivariate analysis indicated that end stage renal disease (OR, 6.28; 95% CI, 1.46--26.91), \<8 weeks of antibiotic treatment (OR, 4.85; 95% CI, 2.01--11.70), no surgical debridement (OR, 2.72; 95% CI, 1.02--7.29), and MRSA (OR, 2.38; 95% CI, 1.01--5.65) were independently associated with recurrence.

***Conclusion.*** Prolonged antibiotic therapy of \>8 weeks was beneficial in patients who did not undergo surgical debridement, but this association was not evident in patients who underwent surgical debridement.
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